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J&Rd* PJITW (a) ~ (e) #<bfc*i£J: *>Stf*L*. fS*^ 1 C»*OE»«lo 
(a) % IGF-I#J:inGF-IIfc#*ttfc##U IGF-I£<£inGF-IIOi£1££ia#^&#L 

(c) IGF-I U IGF-IO«te*|fi#i-*ffi#2 

gf-ii ^mm-i^u icff-iiomttiia*-*-*^**:^^^*^*^*^* 

'(d) IGF-Ifc#*ttfc*&'&U IGF-IO^£iaS1-*ffb#£ fcttJfrfMJffl\ fc-ttfl 
GF-II £#J*«Jfc*&#U I0?-II©«tt«:E#i-*Jlt#4*:»*tt#Wfr«>*^# 

(e) Jiffi (a) ~ (d) <D^-ftifrtmtt*m&2 j £fcm&®- 

Fab, Fab' . F(ab* ) 2 , (scFv) . -*mm&®1& (Diabod 

y ) , 4 K^<fcTO« (dsFv) £ J: tfTDRSr^tr^T'-f- K*fe 

ti i ^wmn -c & * > 2x113 kib* » 
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[0 0 0 1] 

2£3&9ittN ^ttJffiftH^ (insulin-like growth factor; BIT, IGFt^^-f 

[0 0 0 2] 

y%<zt\mv^ (»it i) o 

[0 0 0 3] _ 

V*lW&^J3J:tf^«l$^£fc=^3:*U -tOift*^ £ffi?>® (Quality of life) l*m 

L<m%t>ti& (*§M2, §£#tf:fcM3) o tto-c, 
* mm-? %> tz kzmm & y&0v£«#> e> *lt v* * 0 

[0 0 0 4] 

(DM •) & [IGF-II I 1300-1700ng/g, h 7 > * 7 * - ^ > ^ /9 iHfil Hi 1 (TGF /? ) : 400 
-460ng/g, IGF-I : 85-170ng/g> JfiUhfcfifcilJSB^ (PDGF) : 50-70ng/g> &&&&&& 

mmrnmm* ■ 4o-80ng/ g > wt&mmwmmmm®* (aFGF) :o.5-i2ng/ g , # 

WttlfiS (BMP) : l-2ng/g> T^f-tf> : lng/g (Wf&WX&3) ]o 

w&<o^\z\u m&Mfrbm.m* KmmLtzmmm^ t-rsmKmrn^ ^mnamfe 

10 0 0 5] , „ 

IGFfc«<?5|g^OHJitt^ov*Ti>, m&tf&Zo IGF-IOg## (JBIT> IGF-IRfc^afi 

WJ $ ti%> z\ t i>m% $ fix v> S (##tr^:m 4 ) o £ *: , IGF-IR K5t>>^r^ 

TF-rmmmffiM"? $> %> m-mmm^m±m * *l* H-59<7>it§?it * * » 

[0 0 0 6] 

<0TS*-c<&M*14*sJ: W^O^WTL, ^WlWOjgft**®*^^* ^ ^ ( 
##fr»7) > StIGF-IR^^ i «9 , 7-)^i:iI$ti/;t ML 
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mmmvwwwwztizzt mmnxms, ##it:£m9, o) , 

mm^mm^nrnx^^^^t^^iiris^, icf-iro^is*^-?^ ^ftfit 

II^Hyiiv^H^?jitv>5 (^tti 0) o 

[0 0 0 7] 

ftfclft&fc MGF-I^-T^,^ (tjthlGF-mm fcU(i, sml.2^^$*L-^& 
#fPimi 2) o sml.212, hIGF-IIt40%^JSO^m^)S14«r^LTV>^i 1-2/zg/m 
L<7)?!KT-?i** ?r-f <?, lOOngOhlGF-I^^ffinrtg-C'^^vl fc, 10 

-30^ g/mL<^it]S-e20ng/mLOhIGF-IlC «£ & v ? 7,il*t^fflB^BALB/c3T3<^±i?i^ Eft 
T^^t&oTv^ 2. ^WrXMl 3) <, 

[0 0 0 8] 

-eO'ftfe, miGF-mfek Val 59 -SmC121tf*& , SCirG#Ji, t: h W V >i=> X 

t^hIGF-II t ii RJ6 L^v^t, hlGF-IOlO- 12# g <£>Leu-Val-Asp£-^ tr^ "/f- K £ EM 
-tZZt. 12S l-hlGF-I^m^tz9-Jt^ Ay T^-b-f-C{±> lng/mLOhlGF-KD^ffiS^ 
fc^L*:- fc^^tLTV^ (IPtMl 4) o 41/81ti, hIGF-IIhti:3%0£U£1±£ 
^tris*), 125 I-hIGF-I«:ffiV^^7v^-< T^-b^-eii, lng/mLOhlGF-IO 

Itm^*^^ (#N*tr»;l 5) o 35I17ti, hIGF-IIt0.5%fiJg<7)^MJ^)5tt^*L-C 
v>&£h, l^g/mLcO^-CCO^i^.^ >yn y T -i > ?&)t~ * 1// gOhlGF-lSr^tB 
mt-ZJb SCfc, 12^ g/mLJ^±^«tE-ehIGF-I^ J: 2, v ^ *3MMJ»BALB/c3T3<^ 
Jit£^£|5l«1-&-t, SO/zg/mLOM-eMg/mL^hlGF-DCi^hlGF-IROge 1 ; >M 
ft£lfi$1-*£fc* 125 I-hIGF-I^^V^w9 v^-^ Ay Ty-b'T T~{4, 0. InMOhlGF 

-I<^ffi^K£^- t^^£*LTv>;2> 6) o BPL-M23&, hIGF-IK*t 

LT10.5 litres/nmol^^tt^^L, hIGF-IIi3 J: Xf ij > Kii, 

fr-T^O. 83U3 £tf0.0001%<a£MRJ&tt£^-r-^ ^3?, fc^v, *~>, 

7A1, 1B3, 4C1, 5A7(±, hIGF-IOCi3 £ OT) A 2> Jj-tf h -7fcBtt"t* - t ^ 

hIGF-II^tt-€-tL-PtL6.6X, 0.83%, 12%, l.2%©ifc2SR(&te*SFt£ *vrv»& 

1 8) o 3D1/2/1 1±> b^imty WIGF-Itfc&BZTF-r&^W 
*\ ^^XWIGF-Ifct±RE&L*v>ifc, hIGF-IIi&, 7%<0&mRl&&* 

t S *LT V> £ 1 9 ) o 

[0 0 0 9] 

o S1F2J4, hIGF-Itl0m&<n&mRB®i*&LX^2>Zb > lfxg/mL<Dm%.-?<D*7^X* 
v^nyf-fV^^J:^ 10~100ng<7)hIGF-II£^ffi^fgT~£>&£t> lOO^g/mLO^ 
K-eiOOng/mL^hlGF-II lU^th *Mt#IB»©m*&«aM1Ufl * Sit **93 * 

tftoTV>4 2 0, *WWrS:ilR2 1) • 2H11, 2BU, ID5, ID9»i, hIGF-II 

fc£J&U hIGF-Ifcte£0&Lfcv>£fc, (&T> ELISAtSIB-T^) 

CiO, lng/mL<7)hIGF-II*3fe#^riB-e**ii:*^#«tL-C^4 1 ) o t*- 

[0 0 10] 

0g^x>^l 9 9 6¥l2flfp3O 
[*#^ft 2 ] Nature Reviews Cancer, 2, 584-593, 2002 
[IMMWtlR 3 ] *»E^16, 149-155, 1998 
[^tr^tfU] Laboratory Investigation, 82, 1377-1389, 2002 
m&¥?XM5] Cancer Research, 58, 3353-3361, 1998 
[##ir^Ciifc 6 ] Cancer Research, 54, 3732-3737, 1994 • 
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[&&1fr3M 7 ] Cancer Gene Therapy, 7, 384-395, 2000 
[*#St\*:iR 8 ] Cancer Research, 54, 5531-5534, 1994 
[im#K\fcl8ft 9 1 Journal of Clinical Investigation, 84, 1418-1423, 1989 
[W&WfXI&l 0] Breast Cancer Research & Treatment, 22, 101-106, 1992 
[**MR\fclfc 1 1 1 Biochimica et Biophysica Acta, 1332, F105-F126, 1997 
[^#fF3$C$fcl 2] Proceedings of the National Academy of Sciences of the Uni 
ted States of America, 81, 2389-2392, 1984 
I^fffrJCiSU 3] Journal of Clinical Investigation, 99, 2961-2970, 1997 
IfE&ttXWl 1 4 1 Journal of Endocrinology, 125, 327-335, 1990 
l&fttfrltt 1 5 ] FEBS Letters, 149, 109-112, 1982 
[iNSBfcfclKl 6] Hybridoma, 16, 513-518, 1997 

IfE&v/PXWi 1 7 ] Journal of Molecular Endocrinology, 2, 201-206, 1989 
m&ftJCM. 1 8 ] Hybridoma, 12, 737-744, 1993 

IfP&WXWll 9] Journal of Clinical and Metabolism, 54, 474-476, 1982 
UM#8MdR2 0] Diabetes Research and Clinical Practice, 7, S21-S27, 1989 
[iMHWtflt2 H Endocrinology. 124, 870-877, 1989 
[#tt:fciifc 1 ] #§H¥5-252987-5§- 

mm viit-tz mm] 

[0 0 1 1 ] 
[0 0 12] 

IP*>> #S&9!WU £lTO(l)~(4)O^S:^i-^o 

(1) >f >X V >'MftS : f--I(IGF-I)*3 J: t>M >XV >MftET--II(IGF-II)Oi&« 

(2) JSLTO (a) ~ (e) *&fc*»J: «9 «tdT^*. (1) fclBlft<&lfl«&lo 

(a) IGF-I& <t O r IGF-IIC4*»WK»'fr IGF-I& J: VIGF-IKOffitt&IW-r 

(b) IGF-I fcj|S£>U IGF-IOffitt*ia*-t-*»t#*fcJ±t(t#»fM-, *3«fctfl 
GF-II fc##*tt£tt£-U IGF-HO^It^iaWt-^^t^^^if^^^trM^ 

(c) IGF-IfcH|#*ttfci|§£-U IGF-I<Dm&*mm?Zlfcte*fcte$lte%tfr> teZVl 
GF-II U IGF-II<7)?£1±£ Ztitfcttz l±%ifcWfr*mfr&fr^Xti: 

(d) IGF-Ifc#*«jt::tt'g-U IGF-IOfttt*ia#-r*a;flt4*:»ia#Bf^ is J: VI 
GF-II £#*8jfcSi'&U IGF-II^«14*Pfl«1-^»^i^{i^#if>t^m^# 

(e) _tlB (a) ~ (d) OV^-ftL^ fc#*T-«r»-fr**fc*-fr# 

(3) ifc^^y ^n-^-;w^L#-Cab*. (2) HfBfScOg&#^Io 

(4) SMW&rtf**s Fab, Fab' „ F(ab' ) 2 . (scFv) > (Dia 
body) , v * ;P "7 Y^mmm^ (dsFv) *5 i tfCDRfc-g-tr^ 7* K*» «: * 5» 
MJm^tnl^SffjtX^^), (2) tfcli(3)fcSBIfte>lfi*&Jo 

[|&W^*l 
[0 0 13] 

[0 0 14] 
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[0 0 15] 

*»w©*ie«#m©**ijs«-»*- iGF-i*j:tnGF-ii<oifm*ia*-r*»K^** L 

[0 0 17] 

IGF-IJ3J:*n<ff-II©ffite*ffiW*&*Kfc tttt, 

(a) IGF-LfeitHGF-IIK^II&K^U IGF-I* ± lfIGF-IIO«m*H#i-*tt 

(b) IGF-I U IGF-lO®tt*ia#-f *tt#4fc»4tt#»f>*"- fc-ttn 

GF-II U IGF-II^^tt^ia#i-^^^^f±* f t«M'^^" tf '«^ 

(c) IGF-IK1MIM KiHrfrU IGF-I<7>ffitt«:|fl#-r&©u#*fe»i^Wf>T-. fe.fctfl 
GF-II fc«F*ttfctt'frU IGF-IIOMtt*E#i"4Su**^tt^#WfJt*ffi*^*^* 

(d) IGF-I^#Me<JtC^L. IGF-IOffite£E#^*ffi#£fc*±&#Wr>T"* is* 0*1 

gf-ii u iGF-ii©«tt4:ia#'ra«;ff*^»i«;#ifW-©*'fr# 

(e) ±JB (a) ~ (d) £>v*-f *L^fc#^fc*§^ 

iffiO riff-I^iOTIGF-IIOMttiMi-iJ ttt^ IGF-IiSi^IGF-II^i-SVvr 

fL^©ii&tt*ia#i-aifc*v^^ iGF-i^itFiGF-ii^i-^»iim 

fct;«ftfc»r>S\] t«> I(ff-IfcIGF-II<BW:* U *olGF 

IGF-II<^3l#m^ «r®Wfe"T * tz ifbti&o 
[0 0 2 0] 

x-mm £ k h ±iao#t# * tz a . # v * n — /utiM* * »±* ^ * D 

[0 0 2 3] 

, SfeHhl8G^9^K*-t*hIgGl, hIgG2> hIgG3, hIgG4fc v>o*:^7* ?*m>-fft.*> 
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[0 0 2 51 
[0 0 2 6] 

t bMCDR#ffi#C#<£>CH£ Ltti, hIgfcJR-*-*Ll;fv»;frfca tO-Ct iv>^ hlgG^ 9* 
cd^075 s M-C^) SfcKhIgG*?*fcJRi-ShIgGU hIgG2, hIgG3. hIgG4k v>o fc-f 

[0 0 2 7] 

rt bifi#J kt4, 7&5fe, b#rtK^W£1-&^#£^?^ ftffiOjftfzs^X^ 

B#B1JI&*' ?>ilL * -7 r - vitfcT- tc}f X-T * 1 1 K X (9 Fab, scFv* t'<D%L 
5&f fc UftaWtlcttti *»«kU if M <a StJDRtt^tt £ * 1" & SMfcWrfi- * mM 

fcttWfc*i*-f So A^W^(4, fllxJf. -7>>^ES»^t: bjft#itfc^£3SAU ^ES 
[0 0 2 8] 

68 (FERM BP-7978) * o - ^ ;V#t#KM1468, ££i4. hIGF-IK&J&U $J 

40 XhIGF-II & & gthIGF-I •=& / * n - ^fitffsml. 2 (Upstate Biologytt 

[0 0 2 9] 

riGF-IKifcHWfcte^U IGF-IOStt=£:ia#1"SjrL#tfet±SL#Bf>T-s iS-fctblGF-II 
ti\ IGF-IO^^PlSi-^^^/iJi^ifJt^^TtL^k, IGF-IIOjS14*ia*"t* 

[0 0 3 0] 

riGF-I^#^«jtc^L, IGF-I^MteSrMi-*fiu^t7ti4gL#»f>tJ 
kf4, IGF-I»'4#*fi9 t«f&-r*^ IGF-II (2SIRJStea*fcv*) 
8t#&V»v^ <Wx.tf % -7?*IGF-1 (JSLTmlGF-IkfRBB-f *) fc;tt^*$L#*?**AF791 ( 
R & Dtt»D > b IGF-I ( JgHThlGF-I i: ftiai" * ) a * y * n - ^#C#T- * & 56 

408 (MDtiSl) . M23/ILG1-001 (BiogenesisfrM) % ¥&&lfbilZ>o 
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[0 0 3 1] 

£v>V> N 00*.^ mIGF-II^1-^^C#T«*^)AF792 (R & DttM) > hIGF-II bZtt-fZ*: 
y ^ n-^;vfivffc-C&£SlF2 (Upstate Biologytt*) & fc^fctf <b*t£ 0 
[0 0 3 2] 

riGF-IfctfaKJfctt'frU IGF-IOi&tt*ffi#-r*ffi#$fcl±ffi#SfJ^ 
IGF-II fc#*fl9fcfrfrU IGF-IIO^tt^iaWi-^SL^* feligL#»fM-«:ffl.*.#t?*T 

i:ti> riGF-IfcJRF&ttfcfe^-U IGF-I<o«tt*lfl#i-S«;#i)tttfii;frlBf 
JtJ *^-tf*Jii, ri<ff-IIfc«J*tt fclfr&U IGF-IIO«14*ia#i-sa;#4fel±fit#Wf 

[0 0 3 3] 

riGF-i k ctt-fr l > igf-i <o m®. * fam-t zmttti . * x zflgf-ii 

C#ia5i:^l> IGF-IIOM14*Mi-*fiL^*^ti©u#:»f>T-<om^J tttli, I 
GF-IOi£1±£ RSW-t * li8v*»f it © v>i* t , IGF-IIOffitt* lit 3 t 

tz >t o ^ -r tt^ t * m& z*t2>ztK£*)%bti& n \t * a & % o 

[0 0 3 4] 
[0 0 3 5] 
[0 0 3 6] 

ftSW"*^* LT(±, ra«coirt#:^=SrN-succinimidyl-3-(2-pyridyld 

i thiol) -propionate^S-acetylmercaptosuccinic acid anhydride&'t^^MSi^iJSrffl V>T 

[0 0 3 7] 

, na«WscFv*aa*U '/A-HLti^?^^ — ffiKOfiMfcFab' Bf>t*a[ 
^&'J ^*-HU^W^ -a«OscFv«rN*J»fcC*S»»C3iiSfL/iFcii['fr 
SSK> ~M<DscFv£ML£FcM^S6R<^xn^^ diabody, diabody^N^ig 

* * v* j± c *jb naig l fcFcHtesa k * ^a** tf e> tts « 

[0 0 3 8] 

±^L7t^#<7)v^-ftL^fc'ftfe^ ; Sr*g^-$-(i:/cm^#i: LTIi, IGF-I* J: IGF-II 
WHMett-frL^ IGF-I* £mGF-IIOffin.*m.&?2>1fcfettzttfo#iMK ; IGF-IK#M 
Wfc*&#U IGP-I©flHt*E#-r*tit#4yi:tta#BfW-, * i ^IGF-II KffJtftKfrfr 
L, I(ff-IlOffitt*E$i-a^*)t*i«u*Wf>i-Sr'&tr«a*i» ; iGF-i£#*tt l 
. IGF-IO«tt*ia#-r*fiu'»4^:*iSt#»f^, * J: IGF-II U IGF-II 

OiS'tt^PlSi-^tfL^f fcttffi#tffr*&*#fc*Tfc*«Jfc«» ; IGF-I 
U I(ff-IOffitt*Ba#i-4Sbfrtfettfii;*»fM-x is J: r>'IGF-II IGF- 

[0 0 3 9] 

*»*»f<btLa 0 ftJWttRlffix*, WO^J, *0^*>*ak IfiS^^t^ti 
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[0 0 4 0] 
[0 0 4 1] 

©fit 1 1fifl^f-*tt# $ * * * »f * - * * o 

[0 0 4 2] 

[0 0 4 3] 

ft*. *fcft**tttt> 1996) . ifcttM Kna-f '/^ 7i/K-/>i^rn 
E«*mJS#A*tt, 1982) fci^fclf<b*U>o ^^^'> 

[0 0 4 4] 

o i*L^OS^^W*ttfr*fett^»f>T-t*S'frS*aifc^J: , 5. (1) 
%S^*^>v>{i^tl^ 5 fc@^^Si : -^^^^tt^tfi]±> (2) JflL4>^«Jiao»**5i 
(3) ftttWttOifi^ #L#j££l«>«IfflL 4 2fO»*#»^$*L* (AMt3>-7a 
y-hgSD°p. KJH#J£> 1993) o 0!lx-tf> PEGi:gi;#*»'fif$***tti:UTtt, PEGrt 

1993) o PEG«fSM3lt LT{±, V VXD e -T ^ S 2js<D$£fflffl (#F?P8 61-178926) . 
T 7^9 - >BtO*^sK*">^/360|M**J (#<2rBS56-23587) s T>W 

^'/©^7-y;iO«f«ffl (#^¥2-117920) *^*»ffetL&o 
[0 0 4 5] 

*^2. n h Itf v ^ n 7 r - v 3 n - - MS? , nl»v7D7T-'73n;-if 

f&ii^ * * - fcff A U 9 9- tt Jt«&%^ SAi" S £ i 

[0 0 4 6] . 
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^mx^m^fi^m^m^tLX^ Fab. Fab' , F(ab' scFv. diabody. dsFv 
j3 <t ITCDR*- * tr ^ 7f- K * i?rt*S> If it & o 

[0 0 4 8] 

*ftWC«ffl$*t*Fa)»i, fii;#S:SeRiM»S*^'M v-ejftlUHJi^ti 
fE8b#<Z)Fab£3.- K-r*DNA*JR«^Wfflf&a^^ * - * 4 V* 

a?^ Fab«it-r&- fc**-e#a 0 

[0 0 4 9] ... 
F(ab' ) 2 li> IgGM^^T-^^e^»«^^->^^SL-C#ib^^if>tO-9-fc> 

(hii<75234# a © r 5 j wmm-ewm $ ) , Fab*« n > y«#© v * ;v -7 4 * 
o 

[0 0 5 0] 

*^-?«ffl$*L&F(ab' )2»i. ^I6f^f^^->^«^^^^ 
■eis, tfcti. TlSOFab' £^*J.-x>W^**v>t±y*>l/-7>f Ktt-fe-*^ ffc» 

& 0 

[0 0 5 1] ^ w 
Fab' li. _LfBF(ab' ) 2 WH >^«*©y^^7 4 Klfrfr **l*r Lfcfl^tfcS^OBEM 

[0 0 5 2] ^_ » 

#f&^-xM£ffl$ft&Fab' fi> F(ab' ) 2 £itx£<J v^** W h -^1LT#* i t 
^14. *fct±, «#©Fab' WM-*3-Ki-*DNA*JK*&»ffl»a^^^-**^ 

iJS&liS^N Fab' *o 
[0 0 5 3] x ^ m 

[0 0 5 4] 

**WT?«fflStt*scFv«^ ^ufltOVH* J: n'VL* 3 - K"T £cDNA£Jfc# U scFv£3- 
K -f * DNA * »K£ U a£DNA£ * * - * * v» »* * ~ ^ 

Fv * Sit"*- S £ £ * o 
[0 0 5 5] 

diabodyfi. scFvtf-SttttLfcffifWBrfr^ -tt<0ttK»*Stt*#-*" *«tfMrtfT 

fKHf^o 2|c|IW-C«ffl$tt*diabodytt^ #Mfc©VH*3 <fc WfLZ 3- K1"& cDNA 
3R» L , scFv * a - Fi" * UNA* U > * - T 5 ^ HIBW o?« 3 **8»2fc&T k * * * 7 

W**R&W^*A"**- k diabody* 

^Liii-«g>c:k3&*T§So 
[0 0 5 6] 

dsFvti> VHi3J:U f VL*0-?-^-?'tLl T^f^^^r'f >%ii:filfc*^7 

>^*lC«mi*^>T^ y&$g3lteReiterkK<fc (Protein Engineering, 7 

, 697-704, 1994) fctfeof, ^©SfcflcBlift^acaf^TaKi-* i k**^* *• * 

tfJSE# 2004-3085967 



#M 2004-139707 



9/ 



Sfc^-ffi/flSftSdsFvH* Jltflt^VH* J: O'VL* a - K1-£cDNA£$tf#U dsFv* 3 - Ki" 

&DNA£#ig L, »DNA*IR«^»fflf&m^ * * - * & v»lij|*&»ffl»3l"« * * - 

U *^^^-*K«4»*4v»tt*«&^*At*£tC±5fHI**, dsFV* 

[0 0 5 7] 

^^TM$ffl$tL^>CDR^#tf^-/f- Kf±. gtfrOYH* J: rfVLOCDR* 3 - K 

xu m&m^**-z&®£-yti$>z>^teMm£.m^mx-rz>zt\z£ cdr 

^tf^f Ktim:H s t^o CDRSr^-tf^y^ Kti, FmocSfe (-7;v* 

W^;Mf^**'>*;V^-^) , tBocfe (t-y^-'V^^v'^^^-^fe) fcif«>fls3* 

[0 0 5 8] 

^H^-C'ffifflStt fcfi#u#®rfi-f3\ ELISA (Antibodies: A Laboratory Manual 
, Cold Spring Harbor Laboratory, Chapter 14, 1988 ; Monoclonal Antibodies: Princi 
pies and Practice, Academic Press Limited, 1996) > IGF-I& H XflGF-lIK X &®Bflfcii 
JBKW1"*Mfi&14 (Cancer Research, 48, 4083-4092, 1988) & ¥*mfct%> ^ £ K «t 
*) , in vitro-eOIGF-Ii3 i IGF-II * ig'&i&tt, IGF-Ifc «fc tflGF-IKaSIS- * Pl« 
1" -2. jSttrMt & £ 3&*-C § % o 
[0 0 5 9] 

„ tf>oIGF-Ii3 <£ OflGF-IIOi&ttSriaW-f fctttt#WrM-Of^«*ife* ^ tffcJStt 

[0 0 6 0] 

(1) 

IGF£ 3 - K-r*cDNA£-£t>!&3l^** S&fflB^ 

, IGFSR^SB^It^-t^^^^ K*#UKKfflv»&£ i: fc-e#So 
[0 0 6 1 ] 

o £^&±£6Jt*MK#£**«HHi, ^^r^^ -7?^ (Genetyx Mac) * 
[0 0 6 2] 

tt <b fcJSMJ&^fc* & S tt «€■ *t b ^» C * H J: o T^/fc-T S £ § a 

(The Peptides, Analysis, Synthesis, Biology, Vol. 1, 1979; Vol. 2, 1980; Vol. 3 

, 1981, Academic Press; i-f* K£-Jft0&flt&%Vt. 1985; »E*ia<^PBI&> * 

14 ^yf-K-frJ*, gfJII#J£, 1991; International Journal of Peptide & Protein 
Research, 35, 161-214, 1990) „ Sfc, S^^fKlfJSatffl^iikiTn, ^ 
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~f* K£-J£«fc * KOMli, Ai»fP/M^^ K#&«. Applied Biosyste 

ms Inc.tt (JSIT\ ABH± fc ^IBI" * ) H-ftTfc** Advanced ChemTech Inctt ( 

H^k^L^ N«-Fmoc-T ?;^^V>ii Na-Boc-T ^ J fc'fcfflv^ -?-*L-r*U^ 
[0 0 6 3] 

WLftt*Z>&mT$ SWL&£V&W®ffite> ABItt, A»iW9r, MAS* (*) <» Nov 
aBiochem*±> mmt¥ OHO > ACTO* fcl±^7^ KWftM (80 4 ^ # ^X^-f * - t 

J^ftCffioT, Wi^^^CT^^&Cl t^-Tr^S (The Peptides, Analys 
is Synthesis, Biology, Vol. 1, 1979; Vol. 2, 1980; Vol. 3, 1981, Academic Press 

; v&tiw&mk&ik. %^ 1985 ; mmmsi><Dffi§k, mum. k^** m 

JI|#JE% 1991; International Journal of Peptide & Protein Research, 35, 161-214, 

1990) o 

[0 0 6 4] 

(2) WiMv>%1&btf.femtkMMe>WlM 

v£^3H-&£fc^t& - C&*U* > v>M5^TU^o TIE*', 
[0 0 6 5] 

3~2m*re>-mx*Klt?y hfc, ±E1 (1) -eill*LfcStM*ft«U **>I&»<& 

liJBMS fltlSiTya^FkH t fit® * SfcES-S-i- 4ifci:J:»)Ho T S> * >< > 
h £ LTt3\ ~7u4y \'<D%^TV Y (Complete Freund's Adjuvant) £ tz\±* tK- 

(&T, BSAt^fBi-^) -^Keyhole Limpet Hemocyanin (PIT, KLH t ^IBi" & ) & ¥ 

fiuflR ©fi#ft3 ~7 B g \z%®Mm *>BU»HUR* ^»lii»Ii'3 » SfcK L T 

Xttiltyy Yiffit&ZLmf&n&ftmt-t&o &B.<D&fc&5-m ~7 Hit, 1feM\> 
tz-^yxttzli? y 0^n<^^fe (Antibodies-A Laboratory Manual, Cold Spring_H 
arbor Laboratory, 1988) fc*£TMI4***» U tt#*^»fc»*M»J»fc *» 

[0 0 6 6] 

(3) &mmfflm<vwim ^,~^, m 

^^P3-X63Ag8-Ul (P3-U1) (European Journal of Immunology, 6, 511-519, 1976) > S 
P2/0-Agl4 (SP-2) (Nature, 276, 269-270, 1978) . P3-X63-Ag8653 (653) (Journal o 
f Immunology, 123^ 1548-1550, 1979) > P3-X63-Ag8 (X63) (Nature, 256^ 495-497, 1 
975) in vitro^OTtl^»flttt»iia^^tLtfv^^& ■bO-Cfe J:V>o Z-flh<D 

mmW<V^m&£Vmf(:fc<}^Xte&%\<D-%& (Ant ibodies-A Laboratory Manual, Cold 
Spring Harbor Laboratory, 1988) fcfl£v», ffljfelfc<&-l$ $ t?l;:2X10 7 ffi&Ji^*BIfe»*te 

[0 0 6 7] 

(4) ifflM^- 

-1000 (£m PEG-l000i:^fS1-^) * JDX.> ^ * 

i&»*»^SIiB"f So j8flfl&<^?5fe#lw{±Modified Eagle' s Medium (&Ts MEMt*iBl~&) 4 
Triphosphate Buffered Saline (JSJIT, PBSt^Ki"S) %i?*m^2> a tfz, 
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fti&to, [RPMI-1640^^1.5mM^;V^ 5 V % 50^ M 2-^ friJ ~7 h S - >K lO^g/mLv 
xV^^y^itflOliWEil (JSJLT, FBSt^ia-f^) =£rtnx.^*] KO.lmM 

[0 0 6 8] 

m*&&* t$m±mv>-u*'$L*) > elisak* $«Me*»cKiSu ^ytisseK^R 

[0 0 6 9] 

(5) ^^'J K-volR 

ifQhlGF^/ * n-^-;v^c#^^i-^/N-f K-TWlRIi, (Antibo 
dies-A Laboratory Manual, Cold Spring Harbor Laboratory, 1988) fcttv*, £TFM^ 
£ELISAK£ Otf^'o i*LfeO^4feKJ:0. IMfc+SttMGF**?^* ethlGF CDRSM 

t fc li * ft h (omft-M M" «r SSrf * ±i» 4 1 4 ft S 8MM> S v> « 

[0 0 7 0] 

ELISA 

}ftI(£96;*:ELISA7'V- H:lJgftL, ^^'J K— ^4^**±»*>*v>t±»«ltiL 
[0 0 7 1] 

7 'J K— rKM1468tt, Wl 4^3^26 Bfi , >t"e»iff-SfeffiAai*Si#f«:'frW*9f # 
tt£W#tt* V * - (^fcfclflr^ < TfjJjUT g 1 6 f&l£#-^ 3 0 5 -8 

5 6 6) KFERM BP-7978*: LTSFftS *LTV»£ 0 
[0 0 7 2] 

(6) ?u-j-)vm®.<Dmm 

0.5vL<D-7V 7.9 y (2, 6, 10, l4-r>7^f^>^7 , *>) fcJ&KrtS-S-U 2 ii 
K^WL^8~10il^O-7^^f Kv**fc, 1 (4) ft/ijfthlGF^y 9 n 

-^^gL^jH^W^'J F--7«5X10 6 ~2X10 7 «/E : lrMF t 3^'ait-rSo 10-21 

40-50% f&mmkr>*:-*7AKi.2>m.ffi, *ru^m*Rtfe, deae- ^77 

n-X^A, T'n-r-f >A-*7A<b^vMi-bJi'077'f >GSL2000 (^ft^lHttlSQ 
[0 0 7 3] 

o SS®jft^«i> n-y-fe*«v>li280miT?O«jfeJKJ: 0»ffli-&ifc* t "C**o 
[0 0 7 4] 

fafeoy-yfJAHi, ?7Xft<DTJ yH7"Oii^ IgGK IgG2a 

. IgG2b. IgG3^ tfCli, IgGl> IgG2, IgG3, IgW^fctf >b *l£ 0 
[0 0 7 5] 

(7) *j ?u-j-fr%ift.<Dmn.mm 

(7-1) hlGF^O^-^MttfPfffi 
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151 (5) OELISAiS i^iSyyX^ V^iH (Journal of Immunological Methods, 145, 
229-240, 1991) & if K * «3 885fe"f SiW^J, 4 fc, hIGFJS «£ tfhIGFOWfl"* ^ 
K £ W^f^ELISAK £ «9 , hIGFfc <7>EU&&** i tf^fx tf V - ^Sr^l" & - t 

Jfcjfil ofiiflt <D * RlBtt * ^ "T li s ftKO * mm U X v> & il fl&tetf* « 
fc«a|-eS*o *SEtt4fe«80fibIR*wJti-*ELISAiSl:»±^ «Ui«t«t**«!aiEIKfcfit#*iE 

S £ « ELISA& & if If <b tLS o RtfcWB ©St* * ELISA& fc L T t± , #l]F> *> 

tO^#«^^^#tTV^v^^T^#^^)S$^^ELISAft-e*tL{fV^-f tLT'^ «t < 

[0 0 7 6] 

*HWOgtff»i, tttt-frfiHtHJfefttfctttt-frBLISAKJ:!), hIGF-II 
hIGF-I K * fif^tt tZmi-Zfofc* MIR? Z^tlZX »)Mt^fc^^o 
[0 0 7 7] 

ifc, hlGF^Kl^W^^t-Jfflfla^^i-^^W^^-t^-^^^ 9. invitroK 
^tt^hIGF^fett*ffi«1-^>?Stt^i|lJ^i-^ - hlGF-ISfetthlGF-II^W 
^i|®^^t«tU-Cli, t h?LM«MCF7 (ATCC HTB-22) , U«ffl»H 
T-29 (ATCC HTB-38) > b iMJI&MJ&lfcMDA PCa 2b (ATCC CRL-2422) if tf$> if h *t 

<2> o 

[0 0 7 8] 

$Mw N v^^^if<^i!l^*fflv>ThIGF^#6<J5a:«ii5iill5e^*«S^l-> WM£3*fc 
WtSP^ftt* C fcfcj: 19. in vivo tC^tt^hlGFOm^mW-r^^fe^^^ 

[0 0 7 9] 

(7-2) «^IfiHffi 
^^SPJ[#V§'ft<7)M^t LTt±. Yonou«b (Cancer Research, 61, 2177-2182, 200 

[0 0 8 0] 

[0 0 8 1 ] 

fete * Mi* & i t if t? § a o 
[0 0 8 2] 

(1) h ^Mtlffl ^ * 9 - cofillii ^ M ^ , _ 

[0 0 8 3] 
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* (Dcmm (j^t, he « t ^is-r & ) ft t*&$>if hivz> 0 ^(dcus x z>xlz =j - k 

% cDNA*rfflv»4 CI t "dfi & 0 
[0 0 8 4] 

TiS & Wt?£>*LtfV»;$*fta *>Wt?*>fflV^CL fc^t?n o fljxff, pAGE107 (Cytotechn 
ology, 3, 133-140, 1990) > pAGE103 (Journal of Biochemistry, 101, 1307-1310, 198 
7) , pHSG274 (Gene, 27, 223-232, 1984) , pKCR (Proceedings of the National Acade 
my of Sciences of the United States of America, 78, 1527-1531, 1981) pSGl/3d2- 
4 (Cytotechnology, 4, 173-180, 1990) % h?tf&lfbtlZ> 0 KjM3J&U1§&31^ * - K 
iv^yn^-^-J:x>^>t-J:Lt(i, SV40OM7°n^E- * - txv^yt- ( 
Journal of Biochemistry, 101, 1307-1310, 1987) . ■=£ u V xtetfamv 4 ^XWL 
TR7°n^E — ^ — b y^— (Biochemical & Biophysical Research Communications, 

149 , 960-968, 1987) „ «f A y >H$Jt<7)-/n^- * - (Cell, 41, 479-487, 198 

5) (Cell, 33. 717-728, 1983) ft iftf&lf h tl&o 

[0 0 8 5] 

^fAMcot Mfcin/ffc^affl-^ 9 — <D-fiffU t Lv> (Journal of Immunological Metho 
ds, 167, 271-278, 1994) 0 ^fAl^t MtMiffl^^^iUit pKANTEX9 
3 (W097/10354) , pEE18 (Hybridoma, 17, 559-567, 1998) ft fc^aMf h *L& 0 
[0 0 8 6] 

mmmmxv&m \z&m x%& 0 

[0 0 8 7] 

(2) y. Y &W-<DW}%!)<DfofeWmi&* ^ - K-f &cDNA<7>H5t#i3 £(^75 / ^@c?!]<Z>$jf;tff 
[0 0 8 8] 

V7*#t#ft K— r J; «9mRNA£ffimL, cDNA^r^-T^o ^JSL 

fccDNA£ 7 r - vab & v^i7°9 X < Kft W*** * - fc* n - - > ^ LTcDNA^ ^^5V 
-^St^o i7^f/7'J-J:^ •7^^tfQ#OCHit^*)^v^iV^«^ : l: , /n- 
rtUfflK VH*a- K-^ScDNA**-t*aiftx.7r-V*>*v»lija»x.-/9^5 F£ 
iCWLfca- Ki-^,cDNA^^-t^amx.'7r-v2b^v^im^x.7 0 97. 5 Kfc-ttL-PtU* 

[0 0 8 9] 

t hm^coni^t itit 9 ? K ^a^^-, h ft t\ ;w K— 

[0 0 9 0] 

^^'J K-v^ib^RNA^P^-T^^fei: LTfi, ftV7 >m^T- v V- h V "7 
J^nSf-fey-JAft (Methods in Enzymology, 154. 3-28, 1987) > t. tz-gSUhfr h mRN 
A^llf^Mtltli, *U =r(dT)@^k-fe.n/n-^»9 Afe (Molecular Cloning: 
A Laboratory Manual, Cold Spring Harbor Lab. Press New York, 1989) t*tf$>\f b 
tiZo £tz, a^^ij K--vtf»fcmRMfcm»1-**y ^ i: LTti, Fast Track mRNA Isol 
ation Kit (InvitrogenttSS) > Quick Prep mRNA Purification Kit (PharmaciattiO ft 
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[0 0 9 1] 

cDNAO^Jfofe J: tfcDNA? 4 7*9 U -f^tittfc Ltli, (Molecular Cloning: A Lab 

oratory Manual, Cold Spring Harbor Lab. Press New York, 1989; Current Protocols 
in Molecular Biology, Supplement 1-34) ^ ab & ^i±lfifflL<D* y K #IIxJ£. Super Scr 
ipt™ Plasmid System for cDNA Synthesis and Plasmid Cloning (GIBC0 BELttSD *?Zk 
P-cDNA Synthesis Kit (Stratagenett») *fflv»*2rtt& ififiM h tl&o 
[0 0 9 2] 

*tfc*«T#*o «JLlf, ZAP Express (Strategies, 5, 58-61, 1992) , pBluescript I 
I SK(+) (Nucleic Acids Research, 17, 9494, 1989) , A ZAP II (StratagenettS) > 
AgtKk Agtll (DNA Cloning: A Practical Approach, I, 49, 1985) Lambda BlueMid 
(ClontechttM) ^ A ExCelK pT7T3 18U (Pharmaciattll) . pcD2 (Molecular & Cellul 
ar Biology, 3, 280-289, 1983) & «£ tfpUC18 (Gene, 33. 103-119, 1985) ^^7 7- 

[0 0 9 3] 

mm t Lxumcwk? -iy^v- zmx, a vmrn? £ & <D-e$>tu$^fr% & *> 

W-eilv^ii^tiJo 0Jx.tf, XLl-Blue MRF* (Journal of Biotechnology, 23, 2 
71-289, 1992) . C600 (Genetics, 59, 177-190, 1968) ^ Y1088, Y1090 (Science, 222, 

778-782, 1983) > NM522 (Journal of Molecular Biology, 166, 1-19, 1983) „ K802 ( 
Journal of Molecular Biology. 16, 118-133, 1966) ^J:^JM105 (Gene, 38. 275-276, 

1985) ttZtfm^blXho 
[0 0 9 4] 

cDNA9 -f ~f7 U —frb<D\z V ^<DW}^)(OU^<DWis 1 IFVLfc 3 - Vir & cDNA^ o-> 

A if 4 -tr-v a yfefo&^lt-??-? • -? } ) VJlf-i' a y& (Molecular Clon 
ing: A Laboratory Manual, Cold Spring Harbor Lab. Press New York, 1989) 19H 
jRtii^tli, Sfc, y7^v-^im mRNA*»e>^LfecDHA2b*V>J±cDNA9 
7*7 V-*MMt LT, Polymerase Chain Reaction (J^^T^ PCR&fc^iai"& ; Molecu 
lar Cloning: A Laboratory Manual, Cold Spring Harbor Lab. Press New York, 1989; 
Current Protocols in Molecular Biology, Supplement 1-34) £ I) VHi3 «£ £5VL& 3 - 
K1" * cDNA£Hi£1- 5ii:U*l5o 
[0 0 9 5] 

±IB#BcfcJ: !J»jR3*Lrt:cDNA*, M^^tlJPl^^X^if^ pBluescript SK(-) (S 
tratagenettK) ^t , «7'7^n^n-i:^--V7U illfrffl^ h tiZU&mM 
f5?ff^te> #!)x.Ut> yft^">ft (Proceedings of the National Academy^of Sciences 
of the United States of America, 74, 5463-5467, 1977) & £<OEJ&*ff ^IB^'J 
giJj^WABI PRISM 377 (ABItt») ft if*fflv>-C«Wf * C t -e»cDNAO«UfeIB?!l £ 

[0 0 9 6] 

<7)^:T ^ /^SE^iJ (Sequences of Proteins of Immunological Interest, US Dept. Heal 
th and Human Services, 1991) t Jfctfc-f* £ fc X >? > Jfc# Lfcd)NAri*37&<£> 
^±;V@£?iJ£#trtn;#^VHi3 i tW^t^T ^ -/SHE?!)* 3- K LTV> 

^^^^L^coVHiS ir/VL^^rT ^ ^^Se^iJ (Sequences of Proteins of Immunological I 
nterest, US Dept. Health and Human Services, 1991) t VcMt & £ t £ «9 „ ~>^:r- 

-f*9SiZZ.bi/ t 'Q%%>o ttz, VH^itm,<0#CDROT5 ym6E^iJHov^-C^. iE&otn; 
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#OVHi3 «t T 5 J WffiM (Sequences of Proteins of Immunological Interest, U 

S Dept. Health and Human Services, 1991) k&Mtf-%> £ t l^otllUtit^i 

[0 0 9 7] 

w&xv^oft&KT $ ;mwM*M^r&i&(DT-9'<--Xs mz-tf, swis 

S-PROT^PIR-Protein^ if^^j-LTBLASTS (Journal of Molecular Biology, 215, 403-4 

io, 1990) %¥<Dmm<Dflimn.itk ! M*'if^. w.nomm.^mar^^t^x^^ 0 

[0 0 9 8] 

(3) ^ YM** ^#u#3§5i^ *-v>%$k 

±IB3 (i) \mmv> \l h \tmm?m ^^-^tb ^och^ <t =» - K-r a at 

ft?-0±$fc^ b^o«ii»Ot(tflt<OVH^J:0 J VL«:3- K-f &cDNA£* n-~>^U 

OVHfc X tfVL£ 3 - K1-£cDNA£. t h ^^OUj%<^trC#OVH^ i ^03' *3|HIJO}» 
@c?ij^ b^L#<7)CHi3J:U f CL^5 , *M^^ie?iJi:^'b^ } 5 ^ ^o^&WlilStOl^ 
f^Sc^!)^M^^*i-^^DNAt-etL-rtLa^L, Zti?th*±Ma (1) KlfilRO^ Mb 

Ztz, t >l^<DKjt/Oi?u#:(7)VHi3j;r/VL^3- K1" ScDNASr^fr 7°7 X ^ F£3» 
M^LT, 5' *^lc^^tiJ|5a^oEft@e^J^^"t^7 , 7-fv-^fflv^-CPCRft^J: i9 
VH:i3i£>*VL£3- F-r&cDNA£iiipIU -e*L-T*L£±Ifi3 (l) kis^o* Mfcffi#3PJUi 

[0 0 9 9] 

(4) H h ilCDR^ttfifefrOVlH** 3 - K-J-* cDNAOfif |g 

h MCDRSffi*n:#OVH*3 «£ a - Kt4 cDNAtt* £ ? L"C#Hi" £ CI t 

t^tb #L#OVH:fc i VVL<DFR<?> T J WtSM * MiR1r 2> o t b #G#OVH:i3 J; XWLWFRV) 

Protein Data Bank& if Of- * *Ltv»4 t hifr&CDVHis 

@E£!) (Sequences of Proteins of Immunological Interest, US Dept. Health and Human 
Services, 1991) tkZ&jbifbtiZifi, -h^M^^Tf Z> t h SCDR&ffit 

KM\ BW*>fc >J^no»O^^VHi3itJ f VLOFR(7)T5 ymifi^ij 

t-c&&w«v>fflratt (^j&< t^6o%m_h) fc^-rar* /mK^jtra^-r^-fc^ 

i&$jO#L#WVH*3 «fc t/VLOCDRO 7?^ BME?!I fcfMfi U t h MCDRW^OVHiS <fc tfVL 

3 K><D'($fflSJS (Sequences of Proteins of Immunological Interest, US Dept. Heal 
th and Human Services, 1991) LT&£iB?lJKIE&U t h MCDRfMfiSMlWVH* 

«fc i^LO T 5 J WWM * a - Ki" 4 ^^SE^iJ £ l£if"f S « RW" L fcttL^R^* * > 10 

^ PCR^OjR/S^^i^^nT^^DNAOS^^^. VH, VLt 6#O^J&DNA£l£ft1- 
[0 10 0] 

* M^^et-2>^DNA05' 5fe38tca^&«yiR*#OB»E9l]«r2iXi-*ifct? 
, ±153 (1) 

&o PGRRJ&gL ifijil^tltpBluescript SK(-) (Stratagenett^) &£©7?*5Kfc* 
n - =. > ^ ±IS3 (2) ± D . ^SS^iJ «:*5fe U BfMO H h MCDR^ 

ffitfQ#:OVHi3 «t ZTVLO 75 / *3-Kt4 m*@c^iJ ^75X< K 4rflJt#i" 4 
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[0 10 1] 

^•CftTLtLiKt^Sn^iiTV^ (BIO/TECHNOLOGY, 9, 266-271, 1991) o 
WLRtLXit, 7t<DK Y&.K<DM®<Oin i fc<7>W&£XNLT^ CDRO * & <b 1% FR<D^ < 

ym^*^CDROT5 yHii fcffi soffit ^#<^:£##i£&*l#u mttfid^ 

& (BI0/TECHN0L0GY, 9, 266-271, 1991) o t > MCDR^ffiffi^)MKi3^Tli> 
<bfit®^®^^Ht>SFR^T^ y»»lfe«:5PWtw«i^J: < BISi - 

*<^;fc»fc:Xj»*£IUB#f (Journal of Molecular Biology, 112, 535-542, 1977 
) fc&v^in V\*3.-9-*:7*V V7 (Protein Engineering, 7, 1501-1507, 1994) ta 

[0 10 2] 

hgu^OVHiSitmoFROT^ yflft»ifeO*«i±, «JE^J&DNA£fflv>-C±irI3 (4 
) fclB«W>PCRft*fr'5 i fcfc X *K ISKtU, PCR^Oiii|ig^Hov>"C±|B3 (2) 

[0 10 3] 

(6) b MCDR^IESL#3£5i^ * * - <7)#^ 

±|B3 (1) fcEitOt h^#5^ffl^^^-©^ >tt#^CH*J:a»a*3-K"ta* 
f5^-0±»£^. ±153 (4) i3 «fc 0 s (5) trS^L/cti h MCDR^W^#^VHi3 «t CfVL* n - 
K-T * cDNA£ * n - - > ? U MCDR#fit#L#f&3l^ * * - * £ **"C i * 

[0 10 4] 

<W*.M\ JtlB3 (4) SJitf (5) t?H hMCDRSttSb^VHiS itFVL*«^-t 4 Steffi 

- k-t * a^o±»s k * ft ^^-ei&m-r ii^^n-i>wiw* 

[0 10 5] 

(7) MUa#<&— sfttel&m 

-e-<05&3gft<7>*$^5>, C0S-7M (ATCC CRL-1651) W—ftKm^htiZ (Method 
s in Nucleic Acids Research, CRC press, 283, 1991) o C0S-7^BJj&^O|&^ 9 9 - O 
L"C(i> DEAE-7**^ b 9 (Methods in Nucleic Acids Research, CRC pres 
s, 283, 1991) > i;*°7i^->3>ft (Proceedings of the National Academy of Scien 
ces of the United States of America, 84. 7413-7417, 1987) % if tlZo 
[0 10 6] 
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ntibodies: A Laboratory Manual, Cold Spring Harbor Laboratory, Chapter 14, 1988; 
Monoclonal Antibodies: Principles and Practice, Academic Press Limited, 1996) 

[0 10 7] 

(8) * Yim^^mm 
±iB3 (3) (6) t-famot Yttfofe&m*?f~*&M%m$.Mm-m>x-?2> 

3131^ ?-co#;U£h Ltlt xV^hn*"l/->'3Vft (Cytotechnology, 3, 133-1 

40, 1990) %¥tf&ifbti&o thimfcmm^??-*mxirz>m3LMmtL~cte, n 

Wittf* ^?*SP2/0-Agl4» (ATCC CRL-1581) , "7 * *P3X63-Ag8. 653iSfflj& (AT 
CC CRL-1580) , KnJfcm«7£**3t^F (»T, dhfr fc tf^ftLfcCHOffl 
)j& (Proceedings of the National Academy of Sciences of the United States of Amer 
ica, 77, 4216-4220, 1980) , 7 7 hYB2/3HL.P2.Gll. 16Ag.20« (ATCC CRL-1662, 

[0 10 8] 

ma^^-osx^ t Mb^#££^-%3H-&^«^#^ #F^¥2-25789i^ 

§g^$tLTV^^^^ta&v^ G418 sulfate (mT\ G418 1 «ia-T ^> ) & fc^^iJ ttWi 

mm^^^mx^m-r^^ t^x ^mirx^&o ftwi^iffl^tttti, rpmi 

1640^ (BfrUmttm) > Gl'm^ (a^Wkmttm > EX-CELL302JgH!i (JRHttliO . im 
DM (GIBC0 BRLttfSD > Hybridoma-SFM (GIBC0 BRLttSS) > £ tzliZithtgmzFBSti: £(D 

V fbfevffctf>3&gifi:& X imn#S-£1Stete> ELISAK X «9 il'J^tr £ & 0 * fc. 

(i. #M¥2-257891l'F^^$tLTV^^^^V^ dhfr±iiiim& t^fljffi L"C t: Mt#L# 

[0 10 9] 

7& ? -C#<5> (Antibodies: A Laboratory Manual, Cold Spring Harbor Laboratory, Chapte 
r 8, 1988; Monoclonal Antibodies: Principles and Practice, Academic Press Limite 

d, 1996) c ztz, %<D%Kma;, w-&%<7>mmxm^bfr%mm5&*im~tz>z-k'hs 

O^itt, ^"JT^'J^T^ K^^m^ffil (£1T\ PAGE*: ^151" & : Nature, 227, 6 
80-685, 1970) * Z/"fu y (Antibodies: A Laboratory Manual, Col 

d Spring Harbor Laboratory, Chapter 12, 1988; Monoclonal Antibodies: Principles 
and Practice, Academic Press Limited, 1996) & t'X-Wlfc-f &c\t i)*X- £ & 0 
[0 110] 

(9) t Yimwv>mn.mm 

[0 111] 

4. ^te©rJfO<« 

[0 112] 
[0 113] 
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[0 114] 

^MittLT, Fab, F(ab' ) 2 > Fab' , scFv, diabody> dsFv, CDR^^tr ^^f" K© 
fi it ft ^ov>T£TFK ^##) &91 "T * o 

[0 115] 
(1) FabOf^m 

Fabii, ^6JC<b^l^c&IgG£^fiK5^II#^^ ^-^1^ ^ 

?*-C**U*> ^nfr/A*5A|:attfc^ IgG^^FcBrJtfc^lliU :£j-£Fab 
i: ftHJRi" ^ t >& s_ e^ ^> (Monoclonal Antibodies: Principles and Practice, thir 
d edition, 1995) c ynf^f >Att*te«:#;fcfcWgG*J-r* 9 X<D$ifc<nWi&te, -f * 

(Monoclonal Antibodies: Principles and Practice, third edition, 1995) o 
tit. Fabttat^f-X^WCli. */B^t, Sfc, ftAiWIfi^ttWSllWft* ^ 

*fflV>t^It4it^-e^o mx.&, -hlB3 (2) , 3 (4) ££^3 (5) t*SE*OfiL-fr 
<OVISift*3- Ki"*DNA*, Fabl&mJl^* *-K^n-->^U Fabf&S^* * -*ffc 
^•r^ifc7& s -e^^>o Fabf&mffi^ ^ LTl±, Fabffl<ODNA*&#.&*S&3R"?£S *> 
0-C*>*Ltfv>*»3S:*"b<^'bfflv>*ifc3&«-e&&o tfflx-tf, pIT106 (Science, 240, 1041-1 
043, 1988) %l?tf&\fbftZo?ab§&m^?9-*MM%jzMn\zmAL. mXfc$>Z>^ 

XACM^^^^ii> **Jt»* K®tt*#ofcF&b**»ffl-*-*o y 7 v 
^£&&v>i±ig*Ji»^ti. gCSt^H/;*7A^v^:i:ia *K i£j-&Fab 
£AffH-&£fctf*-e#& (Antibody Engineering, A Practical Guide, W. H. Freeman a 
nd Company, 1992) o 
[0 116] 

(2) F(ab* )2©ftft 

F(ab' ) a tt, seK^Wt'ttlgGSrSeK^^SSf^^^^^S-f &i fcfc-fc 0, 
^»t4^fc*»^i*« ^^x^afcSfctt. Fabfcra&OffitMfcffcfc * *9 - &F(ab 
' ) 2 t LT0iR.-t"& CI t^-ei & (Monoclonal Antibodies: Principles and Practice, 
third edition, Academic Press, 1995) «, ttz, TIB4 (3) Ki&«<£>Fab' £o-PDM^lf 

, DTNB[5,5' -dithiobis(2-nitrobenzoic acid)]*C*!fc3U S-S«^S*4^Ki^t- 
^^^i-^> £ h^-ei & (Antibody Engineering, A Practical Approach, IRL PRESS, 1 

996) o 

[0 117] 

(3) Fab' OflpK 

Fab' It, ±154 (2) il|S«^F(aV )a * W h if OjgTC^J-C^SLT 
^i^tiSo Fab' lifciX^I^BJfctt. #<«:*»«, £fb*IIIB&* 

aw^if ^fflv>t^st* i fc^i 4 0 mz.ix. ±m (2) , 3 (4) (5) 

^IB<R<OSu^Vffl«*3- K-tSDNA*, Fab' S&SUB'** * - \Z ? u V 7 U Fab' 
M^^-^St^it^^o Fab' Mffl^^^-fctTii, Fab* ffl<7?DNA£ 
a^^m-C'^^^^T'^^^v^^^^O^ffiV^Clt^-Ci^o 0!lx.l£. pAK19 (B 
I0/TECHN0L0GY, 10, 163-167, 1992) iftf&ifhiX&o Fab' * 
iflCfAl, tA^SV^I^'J yvXAlcFab' 44jjtf«$t4ii:#l?i4. 

3iHrS6®-?fflv*£*L& 'J 7*-A'-7 r -f v^&KJ; «K ?£te<7);fc&Fab' t 
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|v>4itKJ:D, &Fab' ^t^tl^. (Antibody Engineering, A Pra 

ctical Approach, IRL PRESS, 1996) o 

[0 118] 
(4) scFv4>f£*i 

v>-CfP^-r^>- t^-e§^»o Witlt -hlS3 (2) > 3 (4) ts£m (5) fciatt<Z>SMfc<DV 
«*ft*3- rrSDNAfc, scFvU^ffl^^^-^^n-^y^L, scFv§§5^ ? * - £fE 
i fc**-?! &o scFvSESffl^* t L"Cl±, scFvODNAfc*B.#.&*S&&"C£*& 
0-C&*UfV>^&& <>©4fflv»*i ^ s -e|J 0 ^flx-tf. pCANTAB5E (PharmaciattK) , 
pHFA (Human Antibodies & Hybridomas, 5, 48-56, 1994) & XiPhW h tl&o scFv^ 

KscFvri* "7 t — ySIge « fc L 3t^T?«m-t S77-v«:#4-t ri*T- £ & 0 £ tf: 

Antibody Engineering, A Practical Approach, IRL PRESS, 1996) o 
[0 119] 

(5) diabodyOffUtt 

^*-r*-fc* , t?^*o eax.tf, ±m (2) . 3 (4) &zm (5) Kisf^m^vHtvL 

V > ij - K-f £ T 5 ^ »»**«83aa6JJJLT t £ Z> X n \Z&& LfcDNA&tfMR U> di 

abodyf&JJLffl * - K * n-^> $r U diabodyHS^ * * - *f^Hi" Sifc^lSo 
diabodyf&iUS^ 9-£ LTl±, diabodyODNA4rffl.*&*.*3S"C& 3 ttff V/>tf> 

ii^ifflV^ifc^-C^o Witlf, pCANTAB5E (PharmaciattS) , pHFA (Human An 
tibodies Hybridomas, 5, 48, 1994) £ ¥i)*1btfbfoZ> Q diabody^H.^^ 9 — L 
7c^M<^MA#*)^VM±^i; :/9XA^diabody££$;#3*£«£ MA 
IfieR-efflv^iiS'J?*-^^^ *&t£©*&diabodyi: 

-f-4»»iiii:J:D, fcscFVfcttSW* * (Antibody Engineer i 
ng, A Practical Approach, IRL PRESS, 1996) „ 

[0 12 0] 
(6) dsFvOf&ti 

dsFvt±jS^X^fi<jmi, aAJBBfl&^ttWfflfl&ft^Srffl^^* 

t4:tmi. si% xifi3 (2) > 3 (4) &£m (5) Kum<o&fo<nw& x-v^* 

jftSfrfcDNAfcfMW-So tf^L*:£-DNA£dsFv$&mffl^ ^-K* n--V^U VH*3* 
m^LO^I^^ * 9 - fcffcft-*- & i 3&»T? i & o dsFv^iiJS 9 9 - t LT »±„ dsFvffl ?>DN 

(Protein Engineering, 7, 697-704, 1994) * h *L£ 0 VH# J: iHTL^S&i^* 

9 - * it £ 4 tfXL, $j- i^ii^y^XA fcdsFv* S * * £ 

s-A^^vMi^u :/9XAj&»e>vH*5J:o f vL*#, iR^t, mraeR^fflv* 

:H*-ei4 (Protein Engineering, 7, 697-704, 1994) 0 
[0 12 1] 
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(7) CDR^f- Y<n?m 

MU^iffl^Kt^U, 00*.**, pLEX (Invitrogenttfi) , pAX4a+ (Invitrog 

& (Protein Engineering, 7, 697-704, 1994) 0 
[0 12 2] 

(8) fcft.Wrfrvfti&Wm 

[0 12 3] 

c. *»ww*ig«ia$#j 

GF-IS3 «£ tfIGF-II K#Hl$ fcfrfr U IGF-Iis £ tHGF-II ©ffitt £ & 8fc# * fc ttffi 

^WIl^Lt, 5fiS80jifir«:«HiKIi-a«tt**-r *K»m<0tfr»8J ^ IT t 
[0 12 4] 

*%w<Dffi&®m.mM<ottm.m!&£ L-cttms&m* fetes-*-* - t^ittfn-M^ 

ttu m<k»*. izmm, %mm> mmm, m&mm. mm 

m, mmm, mm.m, %m> mm, mmm, m%mm, ±mm> amm, nmm 
, summ. mzmm, wim. mmm> u^vrnm, m.n 

&J»*fc W&tf fetl^o 

[0 12 5] 

*HW<^*4e^ffi$#jt±, rhiGFIfo£tgyii56*J Wi:tai-e*So ["hlGFiS 

#14if§MJ ±\*. hIGF#&T T~itmU hIGFM^^LTii5Sjg^iij]fli-^>^Oii: 
[0 12 6] 

X <mtt>bfr2>&'%t LTIJ, fffR> TO, 1> *JI§> PR. fUSU tffi:2JSU R 

[0 12 7] 

*i&wo*<E^ia*#jtt, rhiGF^#i4iim«j <^te#^^-eabs^«)> jlibo^s 

GF3&««rtK#<£L-CV>*#'gfc LTJi, ffFR> tf& ^fctf&JLfco 

[0 12 8] 

[0 12 9] 

[0 13 0] 
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®t nmmm*} k £ -o & * v> j± ^±©s# t -it Km.& t , 

y^A, Mt>yf a, sun-by*-^ ttflsAU^A, ?3->wh-y y ?a«£t» 

[0 13 1] 
[0 13 2] 

jum> ztm. * y - -/is. *s*i&fc t*<7>^*> p - k* * ->^,ittx^r;vifo 
f-v^ott-frw, J3gasmx.^x;v^<7)#®ffiwj, ^y -ty ymvssmM^zmnm: l 

[0 13 3] 

MPft-^Ka^ftii^ifcLTtt, mm, mm, m&M^tf&ifhtiZo mm, a 

[0 13 4] 

¥tk #S<*fcJ: ItlAl BSfefJlO^ g/kg~10mg/kgt?**o 

[0 13 5] 

■eBs^fl«iK:5tB$*L&*m%-c*)*)> n-nmm, &i*»&> fo^-c©* 

[0 13 6] 

r&#^^, *©fffto»Bt44 0 *&w<Dm&®^Mte, m<om&m^Mx$>&tz 

[0 13 7] 
[0 13 8] 
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(mmm 1 ) &hiGm#KMi468^ <t &M&%%ffiMfofa^m&m.«M%:<Dmi 

(1) hIGF-IKJ:£ k Mr3:Mffl»MDA PCa 2b«Oitm^M1" 

0te^P-I#^^^fc3t*>, k hTl&:£JMmM)A PCa 2b (ATCC CRL-2422) Mfc^M 
5grt*. hIGF-IK«fc Oi^fc^t&^&fi^fco 
[0 13 9] 

1^ t)5Xl0 5 1iO MDA PCa 2b«£6 tfi/uyv- fi:ftL, 20 % ^vJJS 
^BJflL* (SIGMAttM) £^A,f£F12K(+)i&J& |F12K (SIGMA*t§!D fc, 25 ng/mL 

(List Biological LaboratoriesttM) , 10 ng/mL $.^x.k hJi&J&ftS^- (Invit 
rogentfc^) . 100 pg/mLk KD3;pfy> (SIGMAtfclSD > 0.1 nM ytFnf^h^rO 
y (SIGMAttiD , 1/100 SfilTS-X-y-yy^ > h (X100) (Gibco BRLf±$SD SrgsilL*: 
*>Ol ^ffl^T, 37TC, 5%C0 2 -f ^ + ^-^-^-*-e»«^*L/Co 48WOi£#f£, 
>>i;K7)«H N «in> Sfcttl. 10&£Wil00 ng/mLOhIGF-I (R&Dtt^) fc-etl-T 
tL«L7tiiJflL?tF12K^ (SIGMAtt^) &c3c&L£o 37t:, 5%C0 2 -f y***- * -4>"C 

H 1 l-^L/i J: ? fc, MDA PCa 2blfflS&tihIGF-Iiim^6*J^li5i«il$ tL^ i ttfW 
[0 14 0] 

(2) hIGF-I^#fit)^*fflJ3aiim^^i-^mhIGF^KM1468(D^ 
tfr«(l)-effl«L/ihIGF-I^#^Hli?|i-^>MDA PCa 2b*fflJ&£fflv>-C, hIGF-I<7)#c#lft 

£»i§?l^\ ^hIGFjfrf£KM1468 (£1T\ fevf£KMl468ifa-f-) J: «? HaPfcStta^fcW 
jfrfcKM1468W:, ?&|B##09 1 CftoXMU, 
[0141] 

Hit^Il (1) tmmzWA PCa 2bifflJj&£37 < C, 5%C0 2 ^f V*i^-*-*-e48I$Fi^§ 
*Lfc&, 100 ng/mL OhIGF-I (R&D*±fO & «fc iKflfcl^iftffiO^ 0.1, 1> 10// g/mL£vfcKM14 
68^^tu-?tL&Lfv:|aEJfil?tF12K^AfelC^mL, 37*C. 5%C0 2 A a-^- * # 

[0 14 2] 

HI li:$L/: i ? &#KM1468tthIGF-l4fc3F«jfcMDA PCa 2b*Bli&<Z>*!!5B£ffi#L;fco 
-€-OiH5itffi#»ttJ±, ffi^l468*gtfc#M-C*ofc 0 t /c, ^ffO*3 yyu 
-;l^££tfrf£KM1762 (ifCT^^^ ? f- >#CflO tt**$fi£^< lfi#L&tf»ofco 
[0 14 3] 

(3) Sfc#KM1468£ i ^>|tr»^|ffl«0#CTP£*^J^:^ «£ 

^fi- 
fe: hffjIJia^^a^MDA PCa 2b,«Ot: h#^^^#^T J ;V^fflv^T > ^hIGF}frf$tf># 

[0 14 4] 

Yonou<bO¥ft (Cancer Research, 61. 2177-2182, 2001) KfeoXmULtzm cm 3 0 
tH»ltt> 6-8j1«^^N0D/SCID"7^^ (a$^V7) ^&T^ffiLfeo tbtM 

fr<QmmfrbmmmM&> K ym^.ummmmsDk pea 2b^a*4xio 7 waLt-aa* 

3 fc*&JHW#ttfcJB3IU *fflJM^t&100//L£#*itL*rt: h^MiiUtK&ALfco #JJ!S«e 
^^Et*;H?{±, k M93tmM«MDA PCa 2b«<0MtIWl^H*n;#:O^# : Srr?a^L/t 

o mnm^r^x^t, n bm&i&MWMDA pea 2b«BJ3ao««*»e» 4«M«a 

[0 14 5] 

4H&-f/WCi3ttS , gt#KM1468*^L/wT^XP (&T\ «kiSP *IB-f S 

) . iWftt LTKM1762 (StT^^ * * >#u#0 £&#Lfc^**i£ (&T\ fiS«kfi 

^to/co mwmxfD-mmtz^o <7)mu6s^mi, ^amnm^r^xao.ou o.i*^«2 
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mg/kgfcU atrlEl^ef ^-CliO.l, 2ifct±10mg/kgi: Lfco &&tt#-eo--ISilS;fc »} <*> 
KM1762&#gti. »^#^T , ;l't?{i2mg/kgt U JifflE^^-CttlOingAgi: Lfco 
I^WKKSfctt. &&1II£#K*:n^ft9~10E^^?**fflv»Tfrofco m^f 3 

[0 14 6] 

»fflUH b#M£i2J>HtU fW<7)liW J if*^ffii5:> KS 300 system 
version 2. 00lBflMS#f«1t (CarlZeissttSD tffiV^ilfLfc. £ fc^JplLfcJfiUfctf><b 

IfelB-t*) ift^£> ?*;*U;77t'f*7F (HybritechttR) *fl§v>T«95£L;fco 
[0 14 7] 

IlW|J^^i2 CCSU, ^^#^t*;V (H2A) O&gMWCtt^ 

g<D&kw*mx*\±^ mmmm^m^mmmmtitm.^xm/AKm.^Lx^tzo 

[0 14 8] 

^DJiHE^7'n/OV>XOjflL»PSA«JKS:BI2 jtfTSS^T^K^ tf * OlflLvtPSA 

»ffi*BI2DJC7PL/io Siei^f^ (H2B) OWfli, JfiL?fPSAifej£tf ? £j5 n 
g/mL-e botzifi, |Wj ^& f;v©&EiT t±&&B& k Jttt L Tt4 L fcttfrMlfcflPtt K JflL?* 
PSA**«^LTv>fc 0 2mg/kgO*^:S:#i-ei±. ]fllvtPSA{±^fi^kJfcKLTj^l/10tc^ 

KJfitffPSA^l^LTjs^ 10mg/kgO*^:t8:#*-ei±, JfoYfPSAliMSWkJtgfcL-C&jl 
[0 14 9] 

ii»APCa 2bfflll&©&**ffi#'*&rt£»t-e&<. 4t«, WfW**««L, ifSILTL 
t ^tzmffl&omm*mm^ &ft&*GLX^Z> Z t&Tfi-ZtifZo t^oT, KM1468f±ttr3: 

m & a * * <b r , te^m cat l -c * a * * £ t 

birtK^tzo 
[0 15 0] 

(&jfcfli 2 ) SUIGF-Igufls:* £ ^mlGF-II^^ ± * , *JHMfiflflBWE^Ifi#8l* 
#LmIGF#L#Ofc h^MMI*HT29 (ATCC HTB-38) «Bfl&«ffF»^0|S««HW«I**?l 

si-r**:*, -?vxzm^x&T(Dnm.zft^tzo 

[0 15 1] 

HT29*BSa^2X l0 7 1i/mL^ft^ £ ? KPBSKSRiSI U RSISifc200^L£9-10j&*&a>:j-*<E> 
N0D/SCID**?** (Hafc^VT) «»I©tlTCtAlt«L/; 0 HT29,« 0)^*1 k |W] 
B#^. ^v^7,*#a^a^^i^««^^ibft^^T0 5^tc^-lt. #MM5J:O e PBS 

[0 15 2] 

1. (PBStft-^) ; 10E 

2. miGF-IftMmtftWk AF791) 8E 

3. JIEmlGF-IIfitffCR&Dtta AF792) JMffiKW ; 6E 

4. StmIGF-Itt:#(RfiDtt» AF791) kfitmlGF-imfrCWkDtt* AF792)#ffl&#l£; 7E 

5. tfbmIGF-Itn:#(R&Dl±M AF791) tKM1468#ffl^##; 7E 
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[0 15 3] 

»tCtiW#*«>PBS*ft^.Lfco HT29,«f4, * -Tab &«l&jett%JR (J^T> C 

EKtmttZ) * * Jtltf* + OCEAH^ MM. CEA* y h 

[0 15 4] 

fL-PtLfitmIGF-I«;#* £ «©unIGF-lKlt'frW#^lg4-p-e (4, M&*f Sl&tf^ft CM L 

!St5-»tt, 4S*t#©*»S#»fcJfe-«T % If^Ii(DiiWijStt*^Lf:o KM1468f4 
t K^IGF-I^iVIGF-IISriffP^SgL^T?**^, -^^^IGF^t^ V - LTlilGF- 

fifeL"CV>*fc#x.fc*L* 0 a±Oit^?>, i«ilg<0|EKCii, IGF-IJs X r/IGF-IIO 
M^* S M^ LTi5 1} „ ttftttftlffil tc^j- L TIGF-Ijs X ITIGF-II© tf> W#<?)M1± £ |W|B#K |£ 
a i t * s ^6<jt?ab 6 £ hfrbtuvtzo 
[0 15 5] 

3 ) #LmIGF-I#L#j3 X xmalGF-imfcK X 2> , jttmn$m"£<OlR&m9k\z 
tfanlGFBMfc© * h *M!fflMcHT29 (ATCC HTB-38) JfflJfeOjffM^WlE^m^^S 
[0 15 6] 

HT29M£2X10 7 'fI/mLK&& J ? fcPBSfcjRSU gCMM $[200// L£9-10itftfW:t*O 
N0D/SCIDv7* (H^l/7) ©JPW<&*llTfc&X. It^ILt. HT29*fflJ3&0#fii 2 B 
JfFllcgf^Mti:, vWBlTCMS, *ftftk*Ptc^»t, tfrfc^ «fc rfPBS 

1. &&a& (PBS&-5-) ; 8E 

2. gfcSP (trGmIGF-m#tKM1468#ffl^4-^) ; 9E 
[0 15 7] 

fco «fe11»^^»t*— v^Ml gg/ci), StmlGF-Igtflt (R&D 
tt» AF791)^0.1//g, KM1468*«l/£gfcU tiRM ©PBS* &#Lfco 

ifitft* ©CEAffi*7-*-r* h TM. CEA^r y Yim-tfv M±«) *rffiv>T«IIS£ U ffPKK 

[0 15 8] 

04Afct± % &^§|&f£28B B©v?xjk?t*©CEA«^L^o iiilfffclt^T, 

$&*3&**SKS*U ^^•TI^^42BB-e4E^^UXV>^ 0 £JLL<0£fc*<b, IGF-I& 4 

*«l*t&*2!»**^L, IGF-I^ilFlGF-II^M^Offitt^lWIPtCiaW-r^Mfe 
{±@^*3&**> * i fc ^ h t & o tz 0 

[0 15 9] 
(###!) 1) ^hlGF^E y ^ o - ^ 

CD ttw^ftafcfitfr^aBiigiowfi 

£BJIx.MhIGF-I (RfiDttJi) ^6«ElRtt*flI»* B69t?JSlT©*feT> ^MfcBSA (SI 
GMAtttSi) kcavyay- bfcffct&U MStLfco -f&:b*>, 2E&S7M::»# Lfc 
^f-;WfcBSA£, ^ f-MbBSA:hIGF-I=l:4 (MJt) fcfc* 4 3 K4'CT*a'frU 10#IHJtf? 

v*i^>- h*4v»ii^^7a-f > K7^iA> h fc#JUfcl:l-C«^U fc&K (£IT 
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N j*^;WfcBSA-hIGF-Ii:SfB-r&) tLtz 0 
[0 16 0] 

MbBSA-hIGF-I (hlGF-I^lOO/zgffi^fi:) *&-5-U 2IB&J: >)^7n>f > KT^ 
[0 16 1] 

«JfiLU *<&Jfr»*Offi#tili*##0lll (4) K^-f ^ELISAT-f^ 

[0 16 2] 

8*Bi=SrMEM^«fe (B»^±M) fTiKU fcfv-fey h"C«CU «*t^« (1200 rp 
nu Lfclfe, ±t»«r«-C, > ^«7>«-f A«f jR (pH7.65) T?l~2^ffl 

jjilL, #JfiL3t£ifc*U MEM-C3EU5fci£U ttU^^ffl^fco 
[0 16 3] 

(2) vtf*#WMBlft0>P* 

8-r T - ? ^ #«WBII&*|EP3-U1 *a**»"Ci(Ffl L > tflfi&Ifeg-ft £2 X 10 

[0 16 4] 

(3) >^4-fV K-^OfEM 

##W1 (1) Tft^^Wlfti (2) -CfffctLfelHUMIBJftfcSrlOiUCftft* 
}»*U (1200 rpnu 5fl-W) L/cfL ±«f**T, itlL/:»:37lC^t 

#L£rt ? <b> lO 3 *!©?? h*MBI6*fc «9 0.2—1- 0mLO«i^*fe (2gOPEG-1000> 2mLc75ME 
NU Q.lvL<Dy*f-)\>*)V***y KOS*) =Srt)nx> l~2^^«^l~2mL^MEM ; lr^cll]iPx. 
SfcK, MEM^Jnx.T^:fi75 ? 50iiiLH** i } KLfco it'l^St (900 rpnu 5#W) 

[0 16 5] 

£<7)l^«96'^;vi§*ffi7 B V- HwlOO/iL/^i^-fo^L, 5%C0 2 -f 

37^^10-140 M*MSUfc. Z<Dt£m±ffi*^m (4) KTKl-^ELISA&ffl 
V> T > ^ f - MbBSA-hIGF-I K L T , Bfctt*tH"C * S ^ f - MbBSA-BSA [BSA£ ffl V* T ± 
SB##flll (1) fcra»©RJS*tTV^»bfc3>$;a.y- rOKRSSLfcv** i^fcStf 
, £fcfcHIi&ifcfcji#Jgttfc:!ftji. 2IHOMift?:!TV\ tfChlGF-I-^ y * n 

[0 16 6] 

Ea5tC^UfeRJS14**-r*KMl468, KM1469, KM1470, KM1471. KMl472i3J: 
tflatl473<36* n-xzvWTV K-T*flM#Lfc«, K— ^**M£-f S8t#*> 

^IgG2b-eab-o/io 
[0 16 7] 

(4) t^D-t^OlJR (tt^ELISA) 

EUSA:/V-MiHjfeft+*t/tWfcL-Ctt, (D L > ^ MtBSA-hlGF- 

H3ZXrm&ttf&t L-C^^MfcBSA-BSA«rfflv»fco 96 j- JVELISA"/ V — b (Greinertti^ 
) Jta£OftS*hI(ff-Ifc&^ttBSAO*Kfc LT10/f g/ni/C50,*iy* i^^&U 4 
■CT-BMlLttt^^o PBS"Ci5W£> l%BSA^-^tfPBS (£1T> BSA-PBS fc^aB"** 
) fclOO^L/^^VT-ftnx., tj&"Cll*|IIIRl&$*t«??t4itt» , S:^D f ^ BSA- 
FBS*#t\ htftlM. gthIGF-I^y^O-^;VgL^S^W^V 

*±y#& £ v>li»« LfcgthIGF-I* ^ * n - ^SuttfcSOju L/* * ;VC#& U M^-e2 
«FlWRJ©$*^o RiB^U &<^;V£0.05%Tween 20£-£-trPBS (IT, Tween-PBSt ^sfi 

$1) *-WfcfcbLXSOpL/V *)^to^XM^ll%fflfcJfcZ-£fco Tween-PBS 
X-mmk. ABTS^Kifc [2, 2' -TvV-lfX (3-xf 7'/'J >-6-X^*>S 

) 7V^-*AO0.55g*lLO0.1M?^>»««ifc (pH4.2) t#»L, ttfflltttttKjiaWfc 
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TK^TK^ 1 ft L/mL-C» L£«] J.;V-eSnx.-C|&'fe$^ 415nmOM£ (JSl 

T\ 0D415fc^ie-T^) h >; -^-Emax (Molecular Devices*±m) v^T«S5fe 

[0 16 8] 

(5) *j ^u-i-^nm^mu 

7iJ**>&SLfc8iM^Balb/c*- Kflt^** £##001 (3) -?#ibtL*:'W :/U K 

K-^j&*Jfi7MB<bL£v'>;*^^ ItTk^r^^ (l~8mL/E) U 3^53*111 (3000 rpnu 5 
frm) Lt@M^I*Lf:o -e-O^ ^^U^KitlKfe (Antibodies, A Laboratory M 
anual, Cold Spring Harbor Laboratory, 1988) K X *) IgGlhfrSrffiMU Wt^^n 

[0 16 9] 

(##011 2 ) #ChIGF^ 7 * n - -J- /l/gfrjfcOKJ&teOfclt 
(1) hIGF-IW^Oi'f|K»jitc*t-r*RJS14 

##0H1 (3) "C^^tLTtifLhlGF^y 9u-±)V&fo<D®M^&ntt&<0±LWfclk 
£>f£ohIGF-I Ktt-f Z> RlStt £ , TIB ^ 1" H^ELISA-Cfi 0 
[0 17 0] 

##031 (4) t'^L/c, ##0lll (1) T*tfslLL£^MbBSA-hIGF-l£@^bL*:7'V 
- b Zmffi 20^ g/mL i 0 5^«-eOTfi<J^«L^hIGF-I$r50^ L/* * ^T?5"ffitfe 
, KhlGF^y ^n-^;v^C#<7?fflWfr^«L7tM (041468:6.0^ g/mL, KM1470:1.0 
M g/mL, KM1471:0.16^g/mL. KM1472:7. 0 M g/mL. KM1473 : 1 . 2 /z g/mL) £50j« L/-> jl JVC 
rI^LT^&T~2B#faE)£ RJEBIfe, Tween-PBSt?'^#^> 4000lt^«L 

fe^*4r">^— ^IMft^^^fiu^f MgSS# (DAKOttti) ^50^L/^^;v-einx.-c^a 

TlWMBIRi5S*fco ECSfU Tween-PBSTifeitM^ ABTSIfeK«t [2, 2' -Tv^-^* (3- 

xfM>7f7 ( /'j T>^e— ^ A<z>o.55g£iLoo.iM^ j-^KSMffifc 

(pH4.2) fc*#U 1Sfflll:fffHiim'fk7K«7K : S:l^L/mLt?«L^M] £50// L/* * ^ 
-eSnx-T^-fe^-*, 0D415&-/V- h U -^-Emax (Molecular DevicestfcM) SrJE^Tili] 

[0171] 

HI 6 Ktf Lfc J: 9 fc, 6 SoffihlGF^e / * n - ^Mfrfcti v*-f *l hIGF-IO^ 

[0 17 2] 

(2) jfihlGF-t 7 * n - ^;i/^#OhIGF7 t5'J- tJti"* RJStt 

*IS&Lfc&hIGF^*n-^;v&#KM1468 (JBTF, #L#KMl468fcfB1-) OhIGFtc*j"T4 
RCtttMLfco ##001 (4) H^Lfclt^ELISAKJ: <9 . &ifaWILU6S& XV? 

TfrJKOj^IGF-IJft'ffc'r* * sml. 2 (Upstate biotechnologyttSD OhIGF-I i: ORJStefctfc 
»Lfc«#^tfc 30// g/mL* &3ifr*^«IBttfc**0 o fc*fU sml 

# (DAKOttH) £fflv>fc 0 H 7 K^LfcJ: o i'> v^K©a#*fi£#*]£^aFW4hIGF-I 

-e-OfiHt^aiStt, trt#KMl468^^^^o^ 0 

[0 17 3] 

^#OhIGF-I^*t-rSjg^fc^»t*hIGF-I (Pepro Tech EC*t») > hIGF-II ( 
Pepro Tech ECttSQ > k: W * (fP^i^tt^) £ itfmlGF-I (Pepro Tech ECtt 

») CiS £ m L £ SteELISAT#ft L tz 0 

[0 17 4] 

##0111 (4) tiZmLfzX 7 t'^bM^S^bU^yv- b *mHtU iO^g/mLCfKL 
• fc&«&#*50/iL/*iJl'-<?3-&fc. 20/£g/mLJ: *)3fi!f*^-eSP»»^*«iL.*:hieF-I* 
^>V>(ihIGF-II. 10^g/mLi ^5f^«T^PtKl^«L^t h^VX'J '/**v> 
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{imIGF-I^50/zL/^^;V-C^U. ffi i &LXg.&X*mmRBZ J *t1z 0 Tween-PBS 
X-ffi&'i&, KM1468<7?^t±, 4000teK«L£^;V**->^-^!g£^^ft? v> HgK 
^ (DAK0*±i!Q s sml.2<a*§£-t±> 2000f&K^ L£^;V** ~> ^--tf^m"? W&r? 9 
*IgtrC# (DAKQ*t») ^50/iL/ I >^;i/-ein£-CM?a"trlB#F^KJc:^-*^o Tween-P 
BST"»m. ABTS»K?& [2, 2' -7^/-^ (3-xf JM>7f 7yj>-6-7;^> 
&) T>^-?^0.55g£lLO0.1M^^M« (pH4.2) KfeffiLs ®.MWffl fciMfc 
ib7X#7K*l^L/mL^JnL^M] ^50 A /L/^^;VtrJnx.T|§^$-€:. 0D415fc:/V- h 
>;-^-Emax (Molecular Devicestt^) £ffl^Ti|ij£L/c 0 *£^li> tfc#0<£.£»lL 
£B#?)0D415£l00i LTWf (%) t^^t^o i&^&HI 8 K/FL/io HI8K7f;L*:J: 
? fc, ^KM1468^hIGF-IKM-T hIGF-I (HI 8 A) is J; tfhIGF-II (1H 8 B) 

Tr3&< |£#£tU hIGF-Ild±^^^<^50%Pl#<^ltR (inhibition concentration 50 ; & 
f, ICsoh^iai-^)) ti^0.3//g/mL 0&39nM) , hIGF-IIH<£ ^ICsotiltlO. 4//g/mL (&5 

8nM) tmmm^iu^^Ltzo -is. ^ y&£xFmiGF-ix~mmim#>hti% 

^ofco BLLOtt**^ trL#:KM1468ti. hIGF-IfchIGF-IIOffl:£»;:iKM*KU *»oRggE 
oaiST?RJS'f*C:i:* , Wfe5&»fc*ofeo TtTJEOfitIGF-lStfrT**sml.2 OhlGF-I^M 
•*-&*fr&»±, hIGF-I (HI 8 A) DSKMStU hIGF-II (HI 8 B) K i & BR«?tr& 
ttp**ofeo sml.2<Z>hIGF-Itc Ji&ICsottftl^A/g/mL (^Jl56nM) -T?fco£<7)l::*tU MG 
F-IIH«t^>IC5o{±>10^g/mL (>1.45^M) X~1bv1z 0 — ^ h >f > X 'J > i3 J: tfmlGF- 

[0 17 5] 

(3) ffihlGF^y ^D-f-;V^#<^hIGF|£#14«l«m^*i-i-S^ 

V ffi^L/^#:KMl468<7)hIGF^#1±miim^1-^^S^^Itt^o SfrfcfcLTtt. KM 
1468, 7tJl£O^ChIGF-IgL^-e^Ssml.2 (Upstate biotechnology^^) fciWK^Sihl 
GF-II#L#-tr&&SlF2 (Upstate biotechnologytt®) £JBWc 0 
[0 17 61 

ML#5*HB&«aiCF7 (ATCC HTB-22) , t h *Jj§MMOT-29 (ATCC HTB-38) &&V^ 
lit h*ftH»llfr(*MG-63 (ATCC CRL-1427) *TF/BSA^^[D-MEM/F-12 (Gibco HRLfctK) 
\Z10 M g/mL«D 1> h5>X7x'J> (Gibco BRLttSD , 200// g/mLOBSA£« Lfcigid 
-C0.5~lX10 5 »/mUCfi$!JU 96-7i;V^ffl-/V- h KIOO^I/* i^-C^Lfco 
$ *b fc, TF/BSAitAfetr#mmK^«tythIGF-I> hIGF-IIzb* v*l±fc b >f >X V >(D& 
m^ZZO/uU^ x;v-e, TF/^A^^aM^^rmU^^#«r50A£L/^i^-C^*nL 
, 37*0, 5%C0 2 -f >^a^-^-rt-C5BW**Lfco m*i^^WST-l (Roche 

ttM) *20^L/<7^;V-e^b. Sfcfc, 37 1:, 5%C02^f >^i^-^-F^-e2.5~4B#r<3 
i&fcLfc&fc, 0D450nm^«JK (&T\ 0D450 1 * ) h U - ^-Emax (Mo 

lecular DevicestfcSl) fcffl V>TifliJ5feL/io 

[0 17 7] 

H9ACI4, >?L*ffllll&»MCF7^#H ; f-K J: &^5illft«l«:7F:Lfeo HI 9 B 

tt. 40ng/mL«7)hIGF-I#^ET. H9CCIi, lOOng/mL^hlGF-IIO^&T, HI9 DHt±> 10 
Ong/mLW KM^'J VfftT-eo, #&ft3&bnB#<0 1*51*7* Ltz 0 H9 KtfL*: J: ? K 
% KM1468t±, hIGF-Ii3imlIGF-II^'J;^^iim : Sr|Wl^K^"5^<la«t^ -tOi&lili, 
TtJlE^^hIGF-I^T^^sml.2^iTOm^^hIGF-II*TL#T^^SlF2i 

■K &fo&<D&&K X 19 , hIGF-lis «tmiIGF-II^vStt^ia*$ix^>- 

tkL*: So 
[0178] 

BlOACIi, t: h«WB&=t*HT-290#H?-l' ^^.iimffi^^TFLTto $ <b HI 
1 0BfcW\ 10ng/mLOhIGF-I^T. HI 1 OCCtt, 10ng/mLOhIGF-II^#^T> H! 1 
ODl'tt, 20ng/mLOH Y 4 yft&TX-<D, &$ifeTi&1}\i&$<Di%M%'F b/co 

[0 17 9] 
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HI 1 0 Kfs<Ltz£ o KM1468ti, hIGF-I*5 i tfhIGF-IIfc J: & ftSl&ittft & EieSEfcSI 
<IS#U -tOflHtli. Tfri[OitoIGF-Ittflt^*a8ml.2*J:O^JR©itoGF-IIJIt#T* 
&S1F2J: %H5*ofco th'f V^'JVti &if5jtic2t L"C{4„ V»i*tLOgt#%» 

#*#A**»ofe 0 EJUt*>*gr*tt, ##$)2 (2) Oft^ELISA^B*fcft;fcil&##J«£fc 
JKfflWLTJS^K ^ifC#^>^^i *K hlGF-I^ilfhlGF-II^tt^ia**^ 

& :i^ill:iL/:^X-ib^o $<bi:, HI 1 0 B (75KM1468, H 1 0 C ©KM1468* J: 
SlF2*KJtB**fc*^-K»±> hIGF-Ii3 £ tfhIGF-II £ $sjp L ft v**£- i *) *> *fflfl&i#5jt;&*iq] 
ffllSftfco tfT-29»i, £fchIGF-I;feiiniIGF-II£S£LTHMLT£ 

0 , Z<DMm%)^ i> #u#<75» i:iot ffifFt? lit^lfl^Ucfc, 

[0 18 0] 

HllACIi, t h#^ffi^»MG-63^^-Hi=-^«t^>li5ift^ : Sr^t/>:o $ H 

1 lBCIi, 20ng/mLOhIGF-I^T, HI 1 lCCIi, 20ng/mL^)hIGF-IIO^T> Hi 
lDt:ii, 20ng/mL<7)t W >*y >^4T"C©, ##i#«]B$Oif 5fi£/F Lfco Hi 1 
Ktf L/c <£ n KM146814, hIGF-I*3 «£ tfhlGF-IIfc X &*Bll&Jiai*rH3IK£3£ < B&* b 

, *<&fiH£»;J\ 7tJ|EO^hIGF-I^#T'^^sml.2^i^«omiGF-IlSL#T^^SlF2J; 

U^S), «ifr<?)^t:J: >5> #H^<Z>mg;&*|fi#S i ZWmKlF Ltz i> 

[0 18 1] 

(##0Q 3 ) #ChIGF* y ^ n - ;i^#Wffi;B§C^!8tOTi?>f&#r 

(1) hlGF-IO^^-Z-f- KO'&ja 

Ktt, hIGF-Itf>l-18#i (KyiJ#*l ; ftT, pl-18 fc ^fai" £ ) > 14-30#B (lS^J#-^2 
; JaiT, pl4-30i:^IB1-&) > 24-35#S (SB^J#-^3 ; ^T> p24-35 1 3ftE+ 4 ) . 29-4 
l#i (!B^J#-^4 ; p29-41fcfHRf&) > 36-47#g (@E?iJ#-f-5 ; p36-47i: 

, 41-56#B (@B^J#^-6 ; p41-56fcOT"t *) , 52-70#B (BByiJ#^7 

;£IT, p52-70fcfc!B-f &) „ 53-61#B (i5^J##8 ; JSLT, p53-61 „ 61-7 

0#B (ia^J##9 ; EHT\ p61-70fc^lB-r*) KftM-rz*-??-}*' hlQF-I<D^ 

er*av*ttAlaK1t!fcLfcIB^Jfc-frJfcLrt:o 4^, 41-56#i Kffl^-raBB^JKo^Tti, 

ftmocysZG-rzmn (mm&w, jjit> p4i-56ct^iai-&) ^^l/c 0 

[0 18 2] 

(2) JfthlGF^ y * o - ^ A/fitfrO tluIRSI(fe*Bfa:o»*f 

±15 (1) ^&fc\*1t&&*'f+ KSrfflv^T, fithIGF9f h5i^KM14680*lt;iRB««f£ 

[0 18 3] 

###01 (4) KtfL/c J: 3 ^^JK^SI$e'fbL/c7 ,, V- > £*g#U 4.0/ig/iLCfKL 
^a^4r50^L/^ x;VC^t, 50^ g/mLi 3»*m^«»»K^L;fc#«'*:/ 
f- K»»Sv^(ii*?)S^t, &&vMihIGF-l£50^L/^;i/T-53i£U tB-frL 
TM-Cll$WRl&$-£fco RJSSU Tween-PBS-C»m> 4000ft K«^L*:^;i'**~>^ 
-*B»**Mrfit? v b» (DAK0tt») 4r50^L/«>aA/-elrax.fga-cmMRlB« 
■££ 0 Tween-PBStr^^ ABTSSSA [2, 2' -TvV-tf* O-^^^W 

f 7yi / |y_6-7;v^>'t) r ^^-^ A<^0.55g^lL<O0. 1M^ J.>Bftj|ftfl5fR (pH4.2) H 

»»t, ^ffl«mici§m<b7K^7fc*i//L/mL«j)nLfe?#Te[] ^50/zL/^^;vT^nx.T^ 

00415^7°^- h U -^"-Emax (Molecular DevicesttSi) =Srffi ^Xifflfc L/r 0 ft 
^O*?r^ijnL^^O0D415«:100i: Ltz^M^. (%) tr^t^o M^Hl 2 
KtfL£o HI 2 iC^L/ci d K> KMl4680hIGF-IlC*t-r^ft^{4, hlGF-Il'i OSII 

ibhiiKfrvtzo ^±oft*f±> 1011468**, hIGF-I<^m4ST5yK-^ia?!|-Ctt&<. 

ttllE# 2004-3085967 
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[0M£>fIJ£&l&fE] 
[0 18 4] 

[HI] 0 1 t±> t h maiMffl^MDA PCa 2b ?>i§5ii £#i/&KM1468K i &±i5l 

[in 2 ] 02 A(i> ®mu&*T)\'K&tf%fcimim<»m&Bi<Dm^m&mft®. 

?f 4>PSAjiJ£, 0 2 D tt, mftm&* T)\< fcia it #i#KM14680»i3 J; l^J=«]B# 

[ei 3] msit, ±mmv>Btm^c>m®*:T)i>\ l z35^x, mGmfa*&5-i,tztz_ 

U -etL-rtL±^Pj90. 75, 50, 25. 10%3itftS£^-to **?A©Oli#*i:i 
[04] 04 Ate, ^MofFM^O^^^V^ioV^-c. K3iIGF-Itlt#«:S:#Lfc 
J±45M£®£^U -etL-TtL±^ib90> 75, 50, 25. 10%4Mltt11*:*"t"o 0 4 B i± 

[0 5] 0 5&, -=E / * D-^;v^#<^hIGF-I^i-^.#Ma*I^R)S'l4 : Sr7Fl" 

elisa) o mm*. tt#k«jRojia*'frfc**^ (0D415) 0 

[0 6] H6lt> *y^n-^>i/^#wtSffi^t*tt.*^0]£flt«afiSr^r-t*hIGF 
-I^Jt-raRJStt*^ (M^-ELISA) o *«ll±«JPLfehIGF-iaiffi«:, tt»«±lfrfr 
JStS- (0D415) fcarfo 

[0 7] 0 7&, $L#:KM1468^i:tfsml.260hIGF-I^^i-^RJS^7jNl-o $HM±#l# 
fem (/ug/mL) , lili^Mtt (0D415) fc^-fo Ot*KM1468, □ tisml.2e>KJ£te 

[08] 08 (i, foiimU6&&&Xfsml.2<DhIG¥-IKtt?Z&&K&tf&&mm : ?fc 

£%>m.^&*7F-$-o mm±&nm*mm (/*g/mQ , swatt^-fira (%) &*Ft 

o AtthIGF-I, BtihIGF-II, Clith-f^'rA Dt±mIGF-Il- £ 
/prfo 0&KM1468, □{±sml.20EJS&*-?-tL^ s, tL7p-t-o 
[0 9] 0 9 fi, #C#KM1468, sml.2*3 X tfSlF2©hIGFi5 XV\£. Y j >XV >\ZZ& 

1"o «»»±#«H : f*i£ (/ug/mL) , ffflMl**g?@ (0D450) £7*1" o OtthIGF-I, • 
lihIGF-II, Diit h>f v^ 1 ; XOflHtt-e-tt-Ptt^'to BfihIGF-I, CtihIGF-II, D 

tit w y\z £zmmm&fc*i~fz>&mfcfo<n&m*m-fo mm^^m ( 

//g/mL) , ^ttiiiiJi (OD450) fc/*1- 0 M£Mtetiifc3E&M<ommZ > &*ftti# 
Hi L »JnB#<7?*i5S^^i'o Oi±KM1468, niisml.2, ■{±SlF2^vStt?r^^-rtt75 
•To 

[010] 0 1 0 l±, fivl$KM1468, sml. 2* X tfSlF2*>hIGF*3 X \> b W V > K 
J:*fc h«M»HT-290±i51^-r^,^#^7K-ro Al*&@3 L KJ:&8IIB&ii*fii§ 
14^7Fi-o ^|4{±^-aHT-sfeJK (ng/mL) , fSfcttliii?! (0D450) ^TK-To OfihIGF-1 
, •tthIGF-II, Dttfc >0^**ftW5^t"o BfihIGF-I, CtthIGF-II 

JR (Atg/mL) , «(i±iJt (0D450) Sr^i"o M,ii&{i^#»f$^m&, 
te&m*m$mm<D^**-?o 0&KM1468, □fisml.2, ■ttSlF2<Offi1±*-5-*i.-r 

[0 1 1 ] 0 1 1 ii, #G#KM1468, sml. 2*3 i tfSlF2tf>hIGFi3 X TfK V >f >A U > 
£5t h#^M«^MG63<7)ii5i^^'1" ; &^*^1"o Att^H^tw J: S^iiJfiM 
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